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WE CLAIM: 

1. A substituted acyl derivative of 1-2,3,4- 
tetrahydroisoquinol ine-3-carboxyl ic acid having the 
formula 



p o 

I II 

Ar- (CH 2 ) -CH-NH-CH-C-N 

i 

COOR ^ 



COOR 



where R is hydrogen, lower alio 




ir alkyl ; i s 



hydrogen, lower alkyl, or benftyz; R? is hy«3rogen. or 
lover alkyl and Ar is phenyl, /or substituted pbenyi 
having 1 or 2 substituents selected from the group 
consistina of fluoirine, chlorine, bromine, lower alkvl. 
lower alkoxy, hydroxy or amino; X and Y are independently 
hydrogen, .lov/er alkyl ,ylower alkoxy, lower alkyl thio, 
lower alkyl sul finyl , lower alkyl sulfonyl r hydroxy, or 
and Y together are me thylend ioxy ; and m i.3 0 to 3; 
wherein lower cilkyl and lov/er alkoxy contain 1 to 4 
straight or branched carbon atoms and the piiarmaceu- 
ticallv aceeotable salts thereof. 
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;bsc ituted acyl dc -v iv ^ L i. ^ e- of l,2 f 3 7 ^> 



tetrahydroisoquinoiine-S-carboxyi ic acid according to 
plaint i having the formula 



— H OW- 1 * 



COOR 



( CH 9 ) „ - c:h - NH - CH-- C -N ^1 

1. .. II I J 



COOR 



mm******* 



where R is hydrogen, t-butyl, or benzyl; R-, is 
hydrogen or lower alkyl ; R 2 is hydrogen, methyl or 
ethyl; x ana y are independently hydrogen, lower alkyl 
hydroxy or lower alkoxy; and the pharmaceutical ly 
acceptable salts thereof. . 
3* A substituted acyl d&i c i vat i v - e of 1,2,3,. 
te trahyd ro i soquinol ine- 3-carboxyl ic ac id accor ing to 
1 a ini 2 h a v i n q the f o r ra u 1 a 



CH 



3 



COOH 
I 



C rU - C M . - C H - NH-CH-C- * 



COOR , 



II I 



1 



Vis 



Qjfc\y 



R 



"OCK 



OCfh, 



vnere R 2 is hydrogen, methyl or ethyl and the 
phar^aceut ically acceptable salts thereof. 
'* . A s no s t i t u ted ac y 1 -d ar ifro - tr - w -gr of 1 f 2 f 3 f 4 <C_J 
tetr ahyd ro i soqu inol ino- 3-carbo.xyl i c ac id accor d ing 
to aiaiiu 2 having the formula 




* 
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.i'r.N''f v ' ' 




\ 



o 



0/ 



CO OH 



- CK..-CH^-C T - r 

I 

COOR 






1 




(si 



■ f 



where R 2 is hydrogen, methyl or ethyl and the 
pharraaceu tically acceptable salts thereof. 

5. Toe compound according to C^Laim 2 which is 
2- [2- [ e thoxycarbonyl ) -3-phenyl propyl] amino]^ } 

1 -oxopropyl ] -1 , 2 , 3 P 4-te trahydro-6 , 7-dimethoxy-3 £ 
i soquinol inecarboxyl ic acid , phenylmethyl ester , 
maiea te ( S , S , S) • 

6. The compound according to <^iaira 2 v/hich is 

2- [2 - [ [l-(e thoxycarbonyl ) -3-pheny! propyl] anvlno]<Q 

1- oxopropyl] -1,2,3, 4- te tr ahydro-3-isoquinol ineO 
carboxylic acid, phenylmethyl ester, maleate (S,S,S). 

7. The compound according to Claim ? which is 

2- [2-1 e thoxycarbonyl) -3-phenyl propyl] amino] - 
.1-oxopropyl] -1, 2 f 3, 4-te tr ahydro-- 3™ isoquinol ine- 
carboxyl ic acid, 1, l~d imethyl ethyl ester, (S,5,S) . 

8. The compound according to Claim 3 v/hich is 
2- [2- [ [l-{ e thoxycarbonyl ) ~3-phenyi propyl] amino] ^ 
1-oxopropyl] -1,2,3, 4-te trahyd ro-6 , 7-d ime thoxy-3^ 
isoquinol inecarboxyl ic acid , hydrochloride , hydrate ' 

9 „ The compound according to Claim 3 which is 

2 - [ 2~ I ( 1 --( car boxy- 3 -phenyl propyl ) amino] 

1- oxopropyl] -1,2, 3, 4-- te trahydro-6, 7-d imethoxy-3-O 
isoquinol inecarboxyl ic acid , hydrochloride s hydrate 

10. The compound -according to Claim 4 v;hich is 

2- » [ 2 1 11 »( e thoxycarbonyl ) - 3-phenyl propyl] amino] -- 
1 — oxopi'opyl ] - 1,2,3, 4- to trah yd ro- 3 - i soqu i. nol ine- 
carboxylic cicid, hydrochloride, hydrate (S f S,S) * 
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II. The compound according to Claim 4 which is 
2- [ 2 - [ ( 1 «carboxy~3-phenyl propyl ) amino] -1-oxopropyl }(~ 
1,2,3, 4-tetrahydro-3-isoqu inolinecarboxyl ic acid , 
hydrochloride/ hemihydrate (S,S,S) . 

T2T A pi6ot.-» ' bo Cul — tile pLULiuc^iou 6f a substituted 

acyl derivative of 1 , 2, 3 , 4-tetrahydro-3~isoquinol .i/rfe 
carboxylic acid compound according to Claim I wnich 
comprises peptide coupling of a suitably substituted 
I, 2 , 3, 4-tetrahydro™3~isoquinol ine carboxyVkts of formula 




amino acid of the formula 

CH 2 ) m CHCOOR 2 
! 

NRCHC0 2 K 

! 

R l 

, R9 / Ar , X/ Y F and m are as defined in Claim 



1 'and/R-y is a suitably blocked carboxvlic acid group 
r-t nrl y-P |]]fV> -» g — t he. ■pro t o c t, i v<? g r o* 



JL 

H 

if 

J 

s 



i; : i. A pharmaceutical composi tion^z£??mpr ising a substi- 
tuted acvl derivative o f /n Jj^?T3 , 4-tetrahyd roisoquinol ine 
3-c:arboxyl ic acid a<^2<^rL£ng to Claim 1 or a pharmaceu- 
tically acceptp+fTe salt thereof and a pharmaceut ic ally 

nr p p t ,1 hi , ff^rTa >- - •* r — ' 

A method of treating hypertension by administering 
an effective amount of a substituted acyl » #e r i v a rrive of 

2 : 3, 4«tet.ra.hydroisoquinoline-3-carboxylic acid 
according to Clciiai I or a pharmaceut ically acceptable 
salt thereof . 




